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5 mm^m 

RBicci) Km-t^hoyx-h^o ^ hi^mv<it. mm.m&n(OT ^ y 
10 -r^m^ (^T RBicci at^^). mmm^^^-ir^m.^^^^^—. 

m^/um(Dmm\^i&m^xh^^mwm (mdr) i-immm^mm\^^ 

20 •^TV^5o MDR (D^mnm^Xi^fj:\f^-d^. < ^7!)^(DmX\^ MDR ggjg 
(MDRl at^^) 0i^T*fcS P-)^Se®:a5||^L-rv^5 

25 #;tbtv;5o MDR (3:M3®-r^Jt'fe-?(^^^ii-tbe>om^^j|?B^i-^ 



BEST AVAILABLE COPY 



wo 03/102028 




PCT/JP03/00882 



2 



^ :RBi 5tfe^^) (omm^^mm l 5 ^mmti^mBmRxj^^ v ^-^'^ k (iff 
RBicci) ^it^t-rs^iir-c-feSo i^fn:!^^m<D^wwkmn. 

RBicciJt^^) ^^^iL^^m^^^. ^fi^xtt^u-^ 

m bT^^s&SRBicci o^i-5f^ffl©Ra$^J • -^fS^Jo;^ 

^^nwm (MDR) <7)f&|g^^:ffiv^S^^m^^^^ii^•f-Sr. t-C'*>5„ 
bp 6tf^<^Sea:3^t>'^y-<:/^ K (RBICCIMS®) Xfi^S&K 

20 or? /^iaa?(i<^^ifpxf*-§i5^=i- K-rs^^ (£^t rbicci atfe 

25 ^i:T'fe§„ ^bX. K (RBICCISS^) i: 
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mmm^(Dfci^, :^^m^hn. u-2 os w^mmmt mdr^^^i^ 
mmmw(D cdna :6^=^-h^'r^T^y mmm l fc„ ^ tcm^ *5 

(o^m. mm. ^mm(D^m^Mx.x:^m^m^^m^m\ ^^m<o 
^^j^\^^\i^x:^m.^'T-(o^m:Rnm^W(D^'^i!)mm^fhx\i^^^t 

20 ssK; (1) ia^m<^ia?!j#-^i jciB«(Dr ^ y^ia^ij-e^^t^^TKy 

l^14Sr^-rS7Ky-<:r5^Kxf:iSaS. (4) S.tJ5«ulB (1) (3) 
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T ^ ymmmx-^^ti^:i^v ^zf^h^y.itmBm. (2)MiB07Ky-<:/ 
(4) ^t>*mriB (1) (3) (d:^v }^jLnm&m(DT K ym: 

7 ._biB4 - 6 (D\,^'rM> 1 m\^^m<Dmm^^^'t^mm^^^ ^ -„ 
1 0. jiiB4 ~ 6 \^um.(om^jnt^<Dnwmt v v ^v^o^ v h/^^ 

25 O^^rTy-f -x'-^ 

1 1. -hiBl~3i3:|BmoxKy^7'^KXJiSfi®S:ife^^6<)tc:^fS^-t- 
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10 (D^M^^P^. -tIB 1 0 tJiiBSo^^:^^'!' -^— <^ 5 *>i>jfe< t>v^-r 
1 o ^ffi v^ ;5 r i: i- ^ ^ >^ y — 

1 4. JiiBi 2X(ii 3 icis^<D>^^ y — y — -^-i/ 

1 5. -LIB 1 ~ 3 lCf2ac>7}<y -<7'^ KXf^gea(^^^H^^?gttig.T>* 

15 /xfi RBI mm'f'(Dmm^mm\^o ^mm^m.mi>\^<nmm^^it 

17. -h^l~3(3:IE«fe02Ky-<-:/^KXf*^eW. -hia4~60VN-r 

f*jii2i 4~i G(o\i^-rM>im^um.(Dit^m(Do <}^fj:< t 

25 18. JbfS 1 ~ 3 Ij: las CD TKy K3?:fi®eM 51.3^(^^14 
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5 2 0, jifBi i\^mi^(Dmi^^m\f^^:L tt:wmt-t^. ±mi^3iz 

2 1 . _biB 1 0 \z.^m(r>m.Wi-zr'7^-^ — (o^pfiL< i-D^m 

■f-^ JilB 1 8 Xit 1 9 l::iB^<Z>;^&„ 

©it^^m#» (RBi^sK) <^^§i5Xfi— Ji^D. mm. 

8-21 Ij:bB«<^)^^o 

2 3 x^jSriJWt^it^^. (MDRlJt^^F)O^V^«^(7)^t'l5^0^i»(MDRl 

®e«:p-«SMe«) (^^^pxfi— gpo^m^ ii;!jiJs 

20 2 2 l3:lBmo;^^feo 

Mii'^^^^s-rsr ir^m^-a-^^^Swir^^mir-rs-hiBi 8-23 

25 2 6. -tlBl 8~2 5 ^C|a^(^:^^t^:^V^5^S^^K^S.I^*=3r5/ h„ 
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mimi-±. fc b RBicci m^^t mdri m.Bi=-(D^'m(Dm^^^m^ 

msmi-i. Rblccl LTV^6r i:^^-rij7cc 

10 m5^f±,^^3^JKdry7Hfi^>'^taiai;i<tSjtei!aii9iti: RBlCCl ii-g 
'^■(D^m.t RBI it^^tD^moPiS^p-^^fc/ — if 5/ ho^^ 

memit. ^mmmm^i3i-f}5 rbicci at^^oig^i: rbi m-^^ 

15 m 7 t h^@||i:^jc::j3tt5 RBlCCl mBi^(D^^t RBI at-fe 

B8ill{*, •^!>;=^#a)lii^(c53{tS RBICCI 3t^^<^^mi: RBI it 

^9m\t^ RBICCI it^^^^AJ;: J;5 RBI jtfe^^^'^m^P-<fc 
20 RT-PCRjgi^om^^lb^^TfeSo 

^1 0 RBI ^Bi^^ X2 ^ — it ^^^<Dm^m'ik\^lBL\t^ 

RBICCI itfe^^^ (7) ^P-<fc|^^(7) T ;5„ 

Mil I2|{i.#S(DJ!l^'|4^^tc:j3JtS RBICCI mB^^—IU y^(D^ 

25 Ml 2|i}{l, J^^t4?L^g^^*5(t 6 RBICCI at^^O'^^:Srp-<fc 

RT-pcR mm (o m.^^Wi(o t m.^^m.mm^'^m © m t- 5 , 
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mi 3 mn. rbicci ne® rbi seso^ 

m 1 4mn. m^^^imi^^i^n^ rbiccim&k t rbi m&m(om 
5 mi 5mn. Pik^mm(D rbicci Ki-e? rbi t(D^m^7f: 

(ff^sesRBicci) 
10 :^^mKi3\,^xmm^ti^mm.si^MBBicci h^-r^mmn. 
u-2 OS #^ffi^;!ai: MDR mmmmmm,<Dmxwi^ \^mm.^tix\^^^ 

^V^T. u-2 OSmRNASr^Mi: LTJiiiilb. ©iS^Ba^mt^^tf^ 

15 ^iJSrWi-'S^JKi: LT. -^(D cDNA 1><Z)T-^So :*:^§gtf!> 

ff^He® RBlCCl <D cDNAfi. 6.6-kb O^g $ :Sr^#■^^ 4782 ^ ^;^- 
^ KO^-:7'>' y -v'V ix— Ji. (ORF) ISOkDa 

fc fff^HS® RBlCCl (i^i >^^>f-;^;^^:gix>r^/V.gg^!j|fP|4(y 
20 v'^^-TT'D y :/-T /I- y i^i/fB^J :KPRK). a ^ v- 5, /n' — 

m RBicci DNA i^^m^mm^w-D r ^ 36^:^1^ ^ 

(-^ !> :^ff^ll Rblccl) 
25 -^^:^m^(D mRNA ^^SJ^ LTiB^J^<Dia^J#-^ 5 3 — 8 3 t^lfB 
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W Rblccl ^ — K-r 5 cDNA 6518bp (Dm-M:-^h ^ . 1588 T ^ y ^ 
$r=i— K LTV^5 4764bp — y — -1- I/ — A (ORF) ^ 
^oTV^/c„ '^!>;^ff^^&S Rblccl <Z)atfe^{ifc hiff^S^M 

RBicci ata^i: s9%(Dmm^^Wox^^fzo ^ y^mm.m^w 

5 Rblccl t> t K i: lRI^=I:/-fe^^i^;^;^^^v^^/•^/^ia?IJ§P^i iVi^^^- 
•zfu V v-T/w^^i/- y : KPRK). p-T v'i/v?^/^^— 

Rblccl t> DNA^-a-^^^lgSrito:: i: ^a^^i^^^fco 

10 mmm&'M::^nm^'j'(Dmm) 

MDR lcjoft5^3gP.g© RBlCCl Jt^-?^(^^fiJ^ii-<SfcJe)t3:. 
lia U-2 OS MDR VitmS^ (U-2 OS/DX580) ^ MDRl at 

'fe^^^A bfc U-2 OS ^JJS (U-2/DOX035) Jc: ^ b T K =3r y /H:f 
(doxorubicin) b;fc:^-^<D RBlCCl Jtfe^^<^^m^ttii!? U i't <b 

15 ^6. I^S^JiS U-20S *SUJiai:it'fe^^^A= h P-zi^S^ia (U-2/Neo8) 
(CjoV^T. K=3fy/Vtfv^^ (doxorubicin) RBlCCl atfe^co^m^ 
iST^-^x i^il&5E^^^bfc„ MDR ^::^^Ufc^flJ!a^c4av^ 

Tfi K'Sry/l-bfe^V (doxorubicin) ^aSf* RBlCCl at^^<^^m l^-< 
^J3a^#^P«^X{ilfflJ3Sii5it(e:WJM^^^^$-r> MDRiit^^^^ 
20 -t-^^jia-C^ RBlCCl 3t^^©^mSrii;!JP^^fc„ ^thh(Dmmx-l± 

RBICCI at ^^^(joiimi: BBi m^^(Dmm7!)mm\^. wM^^<D^m. 

u-2 OS t f't^S^Jiao 5«<^MDR--O^StS^i: 24@(^fc fM^«^ 

25 IS (ioa(^#^®, 4:m(Dmm. 7m(D^iM. 3m(Dsia.mB) xcomm. 
B^<Dmm.'tm^tc t :i^.i^x(Dmfi^x* rbicci m.B^(Dmm-t rbi 
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K562 Mf^t-J^ — :^ y V (Jurkat) mm^^\^X^mm(D 
RBlCCl ^^^'^(DS^^^mm-t RBI .it^^|§a^li;!JB$-frfc„ MDRl 
5 m.B'f-<D^m-t^flh(Dmf^-^\ti^WiX-^fi:t^otLo RBlCCl at 'fe^^ (7? 

mM^-±'KBim^^(D-:fu^—^-(om^^'&hmm\^it.„ Rsicciit 

^'^(DMX\-t RBI ^^^(DZfu^^'^—comW^^^m DT RBI ^■fe 

treses RBlCCl (DT ^ ymMm.^<Dmm^\SE.i^n^o:>^^^<d^ 

mm^s RBI itfe^^m^liSS^-lirSfe^H-^T-fe^-eitg^^Ti^feS, t 
YRXf^-rt7 y^^^ RBI 3te^<D:7' n ^ — — ifi^r|<7>^^ff P> Spl >^ 
ATF <^J: 5 3tc«^^^B-?^*5^^E-t--5 "Ttg#^*^$tbTV^5:a^ RBI 

15 0tc*5v^T« RBI ^ikBi^um^^^'t^^'i'i>^^<ommmm\^m^\^ 

T*Ji9 . RBI ]t^-?^oM^^tg;i5^< <^A©St3:mM^^tgf!!^ UTV^S„ 
hRX:^-^^^(D RBlCCl A^^i^iim 1 iCyf:^ X o h 

-§■8 4^13 2 \c^m;(o-:r7^'^—^m\^^xmht^i^ i^tio w(©it'^^ 

<^^#.{^_h(7>^^^fP^Sr^-<fci t h-t?{iB8^^fls:_h<;0 8qll.2 

j::, -^e^J^-eji^ l^fei*:© 1A2-4 le:#^E L-CV^S ;i tfi^^t^^tz.o 
(^1) 
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:^^m(D RBicci m.^^comM^^m-r^fci^iz, 35 m(Dmmi^m. 
mtt^^mnvti cdna ^^vnt rbicci m^^^m^vtit ^l:^^ 7 

4 x(Dmi-rmib(D^^vh y> . ^ni\:,\^timmm^m. rbicci 

n=i^ /um^^fi^^ibthx^^ , m:^^t£mm.m!^w rbicci 

Hg V^ 1> o -e o o 

2m(omm%^ (MMK3 1 6) xi-±m:;^(DMALm^'?-K^\,^xmm(D 

7^ n g^-a^^^ (7) ^ it ^ $> t) , ^ {t ^ ^ RB ICC 1 it b « 

10 m^-d^\^m}i^t^tit:immmi^m nBicci :ii>mhti^:it^^'^w\^th 

5o MMK6Xt±^^y>^3- 2 4 534-5322) 



15 



20 



25 
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y>9~2 3 (p5>^U^^h\ 1757-5187) -^(D^ifWhif^h ^ . 
V4 i! 411 X-^tl^'tiyu-J^^iy^ hSrLTV>fCoMMK3 ^3:j3V^T{i. 
^^y>'3-2 4 (p5 1/:^^ h\ 535-5324) V >- 5 - 1 1 (j? 

>^I/:^^K, 849-2109) T(^^tt^*>:a?fc «9 , fii^Tftt = K^' 4 "eo^i^ 
5 ih^js®^ ID, ##T'fi3 109 Aix:7 l 122 

PGR -^itt^^'tKDmn^ibmmi^ii^jt^-r^mwitjt^m^^mm^ 

10 RBICCI ;as^tti LT RBI MMK6 Ttt:5<C^D bTjs V) . 

MMK3 T-f*M{iL^c:M^^>LTV^fco i^::^^ ti^fe^<7? RBI D-;i;^T'0 
■^T^njg-a-tS^mrfefi^^^d^ofc^ — RBlCCl]lt'g^<Z>^^:iSjfcVN^ 

(MMK12 t 29) Tfiff^ns® RBicci t BBi m&m<Dm^7it 

#^bTV^fCo r (^r .bfiRBlCCl 5t^^(^^St4fb^M(i RBI it-fe 
15 -^t^^afSm^^+iXcU. RB15t^5^^ilj?S<^M#^tg^iS3ib. -^UT^ 
51 # r i- i i: jOS^i^ $ ti. 5 o 
5^!l<Z)fiil(DfL^ (MMKl. 15. 31. 38St;«40) ^3:joV^T^>. ^fg^ 

^tfc/^v^^|lf>^tMaffSr^£^fe-^s rbicci at^^^i^-eo^tt^*,Sr^ffl 

bfco ^tt6><^)g?Ml*^T^7^n^-a'#:-t?fcofc;65^ RBlCCln— 
20 T-<^--7^ n^^tt©M:^ti#^ELT*5«9. ■t-'<T(D-^r-;xL X' RBlCGl 

S w <b:d5^i^$tbfc„ ^tbb(?5^^^::^3V^T RBl ^ fiK^^^BmyJi^ RBlCCl 
A^^t RBI it^^O|g^;JSf^V^<5r — ;^ (MMK12 ^ 29) i^ttmVX 
We>^=»^^:^^i;'LTV^fCo wtL?,(7>5M (MMKi. 15. 31. 38^TJ?40) 
25 T-flRBl ^-:^:^X(D^y'u^^i^<7)m^itmi^htltj:t^otz.„ 

:^mm(D RBICCI mB'^(D:^^m'a-?i^mmtt±m.m(Dm^\^mm\^ 
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)f(Dmm.mj^m rbicci ^^^-r^ rbicci m.^^(DmiirWhmm^^ 

t^l^^tltCo ^nh(DmcO 2mn rbicci mfe^FF^^-CcDm^O-^T^ u 

m-a-o^mi-f^hx-h^ it RBICCI mB'f-<D-^T u^^^a)m^x 

5 feofdo 7 ^J^TT'^^Se® RBICCI fit^ffiT'#/^V>;a^ RBICCI 
^fe^(D^^©/^V^^-T?fiSaM:6S|gm$tLTV^fCoRBl RBl 

^mM^K RBICCI RBl atfe^^<^^m*iiJ!JD$ -^S^^fRjJci^iJ^ u 
10 T*5t)^S,0^^:*3V^T RBlCCl itfe^^riM^JPMH^ i: bT#V^TV^So 
^UT. RBICCI at-e^f^M^ • ^^ftlfl. RBl at^-?(D^m<aTSrt> 

Jbi^&OJ; 5 RBICCI 5t^^^S.TJ?SSIC<Z>|fgm3as RBl it^^(Z)^m 
ir^SM UTV^5^l :^mm(D RBICCI it^^]^ t>*^ S M^^^ 

15 RBl m^^(Dmm.jLitm&m<D^^tm^^i:>'^x^^-r^^tKJ: 

20 
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7o%u±s t) 0* b < nm 8o%jb^ jh. ^ b u < i-^m 9o% 

i: 8 ~io ^i^Jb. $ b tc^?* b < Jlii^/jt < ^ 11-15 m&.±(D 

^^v -<y'^ v^:^^m<Dn^t^^, 

^^Xfi RBI HeSoigm^Ji:!^ ir-fS r tc<J; . 1 j^cvn bfi:i@(DT ^ 
feSV>Jiif A©^S«i^*i:<^^T?3b I? ^ Mx.fi Ulmer ©S^fi^ (Science, 

20 219:666,1983) ^mm-t ^ :i t7!)^m^^o ^ :ifihmmx^ ^ 

:^mm<D:^V-<^^ Kfi. ^ttbi^^sT% ff^lie«RBlCCl (Dmm 

25 K3?:fiseM«. ff^ge^RBicci (omm^mmv^ ^it^m. 
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e^RBlCCl ^w^i-§^^^o5^#i;I^V^Sr i:;6ST'^§„ $ 

mm) 

10 RBICCI (-^fi-S^^ir^-a-tB^W-f-S^^^^lf^i-So :^^i:UT 
DNA ^i^mmi^ t^t. TDNA (c::^ f V ^-v^cc ^ h ^ie^-f^i-f-^^^^ -f 
V X-r^ DNAJ b S#^^^<^>^^T-«?iJ^f^ Molecular Cloning: 
A laboratory Manual (Cold Spring Harbor Laboratory Press, 1989) 

15 ^i^TX'y^^zfVi$'4x-r^i tn. mx-iit. e x ssc. o.5%sds^ 

XJ^ SO%:^/U J^r ^ }f(Dl^m'PX 42'CiZXMm.Vti^^ 0.1 X ssc. 
0.5%SDS (D^m^X 68''CiZXm^'t^^i'^Xh^mt i.xmm(Dy^ 

^<s^fi:< t hm 15-20 m&.±<Dmi^ii»hts:^mmm^iRxj^mmw^^ 
mms^m&nm^^^mm vxm^ic?^m,m&m(Dmm^n\^^. ^(d^ 

25 mm'&Ll^m.m^'S. RBICCI J-^fi-S^^irc^^-a-l^^lrfitltcbTSSiJ 
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(Nature, 179, 160~161, 1957) » 

10 

J: o T . 5^ 35^ e> ^ S ff ^ ® e W RB ICC 1 TJ?-?: © S 5f5#J 56^ e> 5 

^nvo ^^0^ bv^^^ L-cji. i&^^(D^m\^^nm-f-^^j^^it. 

vxmm-t^ :it\:i^^. 5^^0J<D7K y -<zf^ KoM5tt-fflVN S i: 
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hts:^:^V ^-zf^ Y<0^m^^. #^31 RBI it^^^^^ttXf* DNA W 

5 

(ifmM 6^ RBICCI IBLn^co^^i^cD^m 

^mfi^h<ommM^m, rbicci ikxy^^<D^^mt^hfi^i!^3 ^■zf'^ 

KOllliR«>ff^Seff RBICCI ^^^i-§^#:i:0^^14^itM^cbT. 
W J; o T t> ^0 le] JtK T- # -5 o 

tfc<^sfi,;^^0j<Diff^®eKRBicci :s:t)«^(^*5i5i^d^e>7:es3i^y 
r ^ ymMmvt. j^>-r bt.sa^j^oia^!i#-^ixfi2 t^mx^^iifi'm 

20 fe5^<i: t>W'^T-fcS„ :fe^^6^lcff^gSKRBlCCl^U«^ 
fetfls ^ m^^i- § fc & . gf e ® RB ICC 1 R T>*^ * 5l5 
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:d5M:^$tt5o f^i^-r^Wimt Lxn. -^^^^ ^ixh. M.X m 

ff^SS® RBICCI ir^-a-b. ^O^i4Sr^J^prtg-efe«9. mMM^w 
10 RBICCI t RBI at^^Xf±S^^O^m<^^J^^^^j3:fT5 i 

^(Dfc)^. RBI mm^mm tmms&m RBicci i)mm-r^m 
15 i.xmm:^fhf:LmmmBw rbicci j^xj^^com^i^ib^htj:^:^ 

J^M RBiCCi J^Vii^(Dm^^t)^f^ti:^^V^':f^ h*^:^m^^i^mm 

20 m RBicci Rxj^^<D^^mi!)^ h^jt^^^v K t (o^^^m. mmm e 
MRBicci (Dmm. jLi^mmmBW RBicci (D^m.\^Mi-^mwmi^ 

w t -T?. :^mm<D:^V -<^^ KXttS e ® i: RBI ^^^^XttS 6 ^(75^ 
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10 

±m(DP^^ v -:=^:^^:^mxnbnfc^\:^mn. ^^ne® rbicci 

mm^h^mt 1.x i-ii, m&w. ^v^y^]^. mmi^^^^f£\f^^v^ 
y^h\ i&^^^\^^mmii^mi-fhti^ »-^\^<ni&^^^t^mx'h^o 

Ms :^x:^±mm^<omm^(Dmm\^m\f^^m.mm.^mtvxmm'^ 

25 <^^£iB3?iJ^^tp-<i^i5'-M-0«{c.ff^MeKRBlCCl Xt>*^c^S*#? 
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^seKRBicci t RBI MB^mmt (Dm:s.ipm\^i^i-?>m.m'i^w:- 

10 n^(Dmmf>^mm-r^^m. m^f^. ^mm<Dmmm^m rbicci (d^ 
RBI M^'¥-y,it-^(Dmmt(Dm:sLi^m\^mmi^t:Lmmm<Dm^ 

ffMMSSRBicci VLx\^^^mmmmt(D:m:s.iPm'Rjt^i^^. 

se® RBicci \z-D\^^x±^\f^^^^^m-t^:L t.Rv^y'xnmmm 
ssRBicci (onn^x(D^^m^^m-r^:it ic^^xn^om\^< 
ji.if^sfiMRBicci ^mm'^-:Ji3—t L:xm^-r^ot(Dm^m-±. 

25 

(MMm 1 t h RBlCCl (D cDNA) 
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MDR icmm-r^A^'i-^m-m-t^fzii)iz^v-2 os-n-mmmmtMBu 

^^l^^bfCo W.^\^<Dm^m-^5 t 2 6 (Dy^4 -^ — n (CCl-Sl s 
XJ^ CCl-ASl) ^tJ«ifi^J#-^6 t 2 5 (Dzfy y( -^^M (CC1-S2 RX^ 
5 CC1-AS2) ^IBVNTiJ' n-::r:x^Ls '^\Z.M9m^- 7 ^ 2 A (DZf=7 ^ 

— ^^oT^co^^ia^ij^^^Lfco *fc. mig<^ cDNA^j^sa^fjjfiji 

7 <D>^^^ — 5 3 cDNA ©iB^j Srl^^ U fc„ 

DNA ^-e^Dn — K^;3x5T5:y ^iB^J (i DNAsis ver.3.2 v— 
10 T -r =7 ^ ^ — (H^y^hi^a^TM) i: PSORT II 
(http V/www.yk.rim .or. jp/~aisoai/inolbio - j .html) ^M\i^XM^\^f^o 
^O^^, ^(D cDHA^ft^ 6.6-kb <Z)S$ ^i^t>. 4782 ^ ^ l^::^-^^ KCD 
:^—Zfiy]}—'f-( — A(ORF)<lr^^.l80kDa 1594 

15 

(^Jfe^^fl 2 :^ Rblccl (D cDNA) 

mRNA ^r^MJJ: RT-PCR V^T^tl|^S ^-^^ IB^iJ^ 

C9@a3RI#-^5 3 <L: 7 3(DZf=7-('^-n (MCC1-S1S.T>*MCC1-AS1) it 
tJ«ia^J#-^5 4^7 ZiDZfy^-^ — n (MCCl-S2^tJ«MCCl-AS2) ^ 
20 ^oT:^' n-r^^/>/Ufc. ^ UTM J^iga^J^ • 5 5 ~ 7 1 O:?" 

4-7 7 (D':f'7 4-^— (MCC-ASRl. MCC-ASR2. MCC-ASR3 StK 
INTRONIASR) ^ 5 RACE .^^7 -f -r-, IB^iJ^^ 7 8 ~ 8 3 O 
(MCC-SRl^ MCC-SR2, MCC3-S3. MCC3-S4. MCC3-AS2 
25 2g:D?MCC3-AS3) ^ 3 RACE i: UT cDNA . 

itS^trofcj^i^l^^i^igMl .i:l^mic:^f^LT'^!i7;^gf^geH Rblccl 
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(7) cDNA ^m^bfco •rij7:7.gfM®S® Rblccl tr='- K-rS cDNA 
6518bp <D^ft-efe!9 . 1588 T ^/m^=^— KLTV^5 4764bp <^)^— 

y ^^iJ^:7 ix-A (ORF) <^^^oTv^5„ -^^7 ^mmm^w 

Rblccl (Oitfed^fit hif^Me^RBlCClit^^i:. u-^/i-l^iT. 
5 86%.ge l/-</^tc:T 89%(Z)tB|^tiS^^^oTV^fc(ia^J#■i-l ~4#fli)<. 

(mmm 3 rbicci ate^ t mdri atfe^t^^j^^f) 

M*fflJ3au-2 OS^J3ai:#:®©MDR^m,^iiat^*5}tS RBlCClit'fe^ 
t MDRI jt^^c^^gm^^/l^Sry — if y hX-M^\^fc. RBlCCl 

10 m^'f-(om^m-:f^—yn rbicci it-e^ia^jc^^?^ i^;*-^ k#-i- 

4190~4654 <7)PBll^vN^:/y ^5^"^ Xi" 5 ti O ^ffi V\ MDRI at^^t-f* 
MDRI 3t^^^<^^^ l--:^^ K#-§- 834~1119 lei^^-T >^ P if Xi" ;5 

UMi^mjumi^m^l^ti a-32P-dCTP T*^-</^UT^V^fc„ P n T 
15 /I'T^t K-3- y :xmigi7Km^m (GAPDH) ^ mRNAISmofi^^ LT^ 

(IIJ£^J4 tn:#:<^PMi: !>cnx 5/ Vmm) 
:2{^^§^<^)ff^^ e S RBICCI ©T 5 /^@B^J642~658(RBlCC-642). 
20 744—757 (RBlCC-744) ^^TJ« 1104~1118 (RBlCC-1104) <D3mi^(D 

25 180kDa (D RBICCI Si UT V^ ^ r t ^^^^ $ ttfc 
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NIH3T3-3 mm<Dm^^:^ tmmm^^^mm\^m,n.^Wi^^^ 

RBlCC-642 ^^^>^V^T!>^;^^5'^^>^D VM^l^tio 



Rbicci m&MitmK^^i^. ^^i?';^ ^ :/(^^la®^3:#^EbTv^5 r i: 

t:L?>. RBlCC-642 tfii^X-i-im^m^^ti. 



mmm s ■^^m(D rbicci m<^^(Dm^iz.m-r ^^mm(Dmm 

(U-2 0S). MDR t^^mbfc^Sa (U-2 OS/DX580) t MDRl 
at-^^tr^AUfc U-2 OSJ^Jia (U-2/DOX035) \cM }^ ^ y /\^ ^ 
(doxorubicin) b/c 4 fl|(DlISflg t^o V^T . 

15 fco ^^IPJ K=^y>'H:f (doxorubicin)^ 450ng/mL ©#:STt?<D^ 
J3aii5it<^^#^p-<yto ^<^>^m> ^4igtc:^i-J: 5 t^i^^ia U-2 OS 
lfflJ3ai:aHS-^^A3 V b /W-^aa (U-2/Neo8) T-fi^0^iJtc: J; o TiB 
J!aitlit>05«]x.6>;aS<^l2:^bT.MDR Jn^mLfc^fla (U-2 OS/DX580) 
i: MDRl at^^^^^A Lfc U-2 OS (U-2/DOX035) ©m-a-t-f*^ 

20 ^^ijo^mfi^^ < j^iisiiJija^ 120 ^PHmJtigv^fc (B4iii)o 

(Dmm^notio :^mm(Dmm.m.B'7- rbicci at^^. rbi mm^:^ 

t)« MDRl jt>fe^^, RBI m^e^O^mi/^/^^t f RBI mRNA <Z)p5 iJ^ 
v;*-^^ Kgfi^J 336~675 ©IfP^Jc^N-T P iJ^-T Xi-;5 ^^-:^lf;BV^T 

t^^ufco ^s^j(^^m^5^i6b:h.fcMj^j3Su-2 OS mm ti&B^mA 



10 
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=i:y hx^^jumm (U-2/Neo8) T'fi. SB#6<JtC RBlCCl it^S^^ISm 
:^SigTUTV^fCo Mm^\^. MDR\^mM\.timm (U-2 OS/DX580) t 
MDRl ite^^^A bfe U-2 OS mm (U-2/DOX035) ^la^^53V^T{l 
K^y/V'lfv'V' (doxorubicin) ^SJ:! J: o T RBlCCl atfe^©|g^ 1/ 
5 -</Wfi^M$tL-f , RBlCCliH5^0^3i.:asit;5jnLfco ^tih(DMimx- 

<omwim^:i3i-f^ RBiccut'^^i: RBim.B^(Dmm,^^^M 
10 RT-pcR m^x<>xm^rco m\f^t:imji^mn. sarg> ior/os9. lo. 
14. 15s is.Moss dtihi-tmnvtm h'wmm(D^mm.n7!}^hntL). 

Saos-2.HOS. MCF-7.T-47D. BT-20.SK-BR3.ZR75-1.MDA-MB-231. 
Daudi. Jurkat. K562 (wtb^«r 7< y ^ y .•^DV'f-^^ n 

i^J; i9MA)x NZK-Kl ( w tbf* 46 :3^^t4(^fL^m^ J: 
15 Lfc). LK2. QG56. EBCl ^U? SBC2 dtl^n^^^l^'fz ^ ^(D 

mmmmn±^y) ^-^^titi) x-h^o ^mmw^^ y) 2ng rna 

mu. RT-PCR ^ 22-30 -i?-^>>/U^^tt-CliifiSLfCo RBI ata^^ffl(^:/7 
— Ji43f^(D:r7'r^ — S^-^J^LTffiV^fc(Sauerbrey e>.1996#)„ 

RBicciiiipg^:?'^-r-^— *r«iB^j« • ia^j##i 9^-o«2o (cci-s 

20 t CCl-AS) (Dm^^t^'^^m^^fCo 3 ^ h /Ui UT 62 ^ iJ' D ^ 
n::/!J :^S^^v^fc„ fe^T©iBII&-e RBlCCl 3tfe^<50^mt* RBI 

m^^(Dm^t^<mm\^fc„sEmv ^-^n'^i^ij^ 6M(^^s^^aT-47D. 

MCF7. NZK-Kl. Daudi. K562. Jurkat (D^^^^ 6 lilJc:^ Lfc 
6 

25 

(^JS^^il 7 (D:^^m(D RBlCCl &^^t RBlat-fe^^cD^m) 
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t V(Dm. 'L^m. w^m. mm. mm. wm. ^m. ^hm. m 
V i^ym(D^^mmmm'pi^¥Bm\^x\^^^ rbicci m^^t 

RB 1 at TfTIg <D MTN Blots ( Clontech ^fc^ ) ^^^V^T/ — if^^^' 
n 5/ hjil?^>fi-ctoTfTo:rco ^(omM:^m iMi^^l^fZo >L-mRX^'W^ 

mm^m:^^otio L/&^L. RBlCCiaHS^ar RBI ]tfK^©^il{j;^ag3 

uTv^fcl„ jiK. #fli, jip, sifm. m^. i^m. m% 

(D^m.m^i^mm,i'X\f^?> Rbicci i^^^^y—^'^-:fu^y hm^i^tio 

xit 6.2-kb (D^mt^^x'h ^ .mRxj^mmx-n^m-i^ii^otL cm ? m. 
M8ia)„ 

15 mmm e x^ i.tz.ms^(Dfpx rbicci m.^^j^uRBi m.^^(Dm:^ 

}^5i|v^|gm^'^/^•T?fcofc Jurkat Xt;? K562 iiJia{3: RBlCCl it-fe^^-^ 
^^i^b^AUT. RBI 5t^^0^mi^^/K^^>fb%P-<fCo RBICCI 
^=^<^^^/cC=i — K^*^^^t? 4.9-kb ^ pCR3.1-Uni ^ >^ — 
(Invitrogen ^M) t^^i^^ai^^ ^n— = ::/^bT RBICCI ^^'<:^^ 
20 (pCR-RBlCC) ^mmi^fco mmi^t:i^m.^i!^ K562 R-a 

pCR3. l-Uni iJ' - lac Z atfe-? ^M^^ii ^ fc t> (Z) ^f^^ L fCo Mie 

^^?F^«fe^iffl^s (RBICCI mm^mAmm (d^m-hcd rbicci 
i^B^t RBI m^^(om^i^^j\^^mmm 6 tmrni^mi^L^xm^ti, 

25 't(D^m^m9mK7f:i.fz.o *^m©^flaS.tJf lac Z il^^^ <Srm^52^ A/ 
fc^flia-trti RBlCCl Jtfe^:RD« RBI itfe^ i: t> tcilgmtiil V^;a^ 
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RBICCI it'ST-%m^5iA/y^c^|g-e*i RBlCCl m.B^ni>t J; <9 RBI 
it^^t>5S<a^§m$ttTV^-5r RBlCCl at'^^^O^A 

ttli?i.)J-<t "9 RBl3tfe^(5:)|§mt>^#$tt6r t;$s^$ti.fc(m9|l|)o 

5 (Ilii^?il9 Tjc^i^^iZ) RBICCI 3t^^<^ RBI at'g^:7'D^-iJ?—^ 

^mm _ 

RBICCI 3t^^cO^A:6S rbi atfe^^^OlT'P^ — iJ'— -^^^O^^^gft 
^ii^MI^UTV^^ r ^ ^p'^/c^ ftl 2-kb <DRB1 ^ — ^ — '^^^(Z) 
m-fe^Sr^^^ 5'— GAA GAT CTT TGA AAT TCC TCC TGC 

10 ACC A-3' (Bgl.RbPro-S) t 5'-CCC AAG CTT AGC CAG CGA GCT 
GTG GAG-3' (Hind.RbPro-AS) T'lfifiS $ iir. PicaGene Basic — 

37 3,^_^<^|g^^^|gl^-^^^^ pGV-RbPro ^^^iJ'— ^PMLfCo H 
Ml^fz. pGV-RbPro — feJ^. h u — UTiX'-X 

15 i/v^— /Uv^:7ai^— tfat'fe^% = - F-rs pRL-SV40 "Trfi^ife^^T. 
K562 Iffliaj;: LIPOFECTAMINE PLUS (GIBCO ?±M) ^fflV^T^ 

A^^V^Ti5-*Jf bfci: RBICCI itfe-^Sr^Abfc K562 iBI^-efi 

a V h n— /KD lac Z ^m^3i^fc K562 ^flJiaj3:Jt'<-C^V>/^->':7 7 
20 €?&tt^l:^L. RBICCI me^^c7)^A:65 RBI 

(^JSM 1 0 mmi^fimii^isn ^ RBICCI st^^<^)n-;&;^ 
(D8S567) •VcD^'rt^^^^com^) 
25 DNAf*;JiSfS.D«l^— 0#<Z)^y A DNA ^ PCR ic: J: «9 itijifb 
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dd§;H-f. ^7^n^^t4c^^^3^^^i5y^, (^llHI), 



mmm i x-m\^^rz.mmwr^6RU2 5 (oyv^-^-n (cci-s2 t 

CC1-AS2) (CJ:t) ELONGASEi>';^^A (GIBCO thM) ^^^VNTiiM 
cDNAP:^-f?r. ABI PRISM310 Mitfe^F^^ff^^, j&TJ^iB^J^ . 

(^2) 



10 



15 



20 



25 



mm^mm. mm) 
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(mmm 12) 

MMmi 1 -^m^ Lfzun(D o % RBicci 

5 ^M07^^V^ MMK29 X-n 4.9-kb oat^^;a5^3l $ tUTV^ ^5 O LT 
MMK6 Xn 4.9-kb btl^-rff (1456bp 

t 98bp) <^)^m:dS^i6 6>H:^ 1 2^)o 

10 ^Jfe^RIl lT*j^;K^Lfc^3|SJ.<D5-^ RBlCCl it^S^tzi^M^^&fc 3 ffl 
(MMK6s MMK40, MMK38) RU^^ ^tS:t^'of:i2 M (MMK12^ 
MMK29) ^cov^T. ff^M^S RBICCI <i: RBl g &®©^3g^ ^^oi 
;^i5^V>^a 5/ h't?li^L:/t„ JiffiSSS^ 5%SDS-JKy y /l-T ^ K 
<5^>'vm^^»Lf'^, PVDF ^ v:/^ :/j^^rf:b. lliiM4 -epM Ufc 

15 h RBICCI $iJk?f (a-RBlCC-642) ^^/^?$-^fc„ RBI SfiSJi 

^ RBI ^ / ^ n — :^/^^^$:(G3-245;PbarMingen ^U) <lr^Jt? ^-^r^o 
S;^;:^^ ^tfclfiECL^^ (Amersham thM) T^fro^Co 
1 3ia{C:^Lfc:o ^^<D7^^V^ MMK12 t MMK29 ^^:*5V^T^i ISOkDa 
Or5>^»^^o^^^e a RBICCI t 110~116kDaORBlM&S<?DM 

(^JSM 1 4 ^fe^m^^fe) 
^iS^SJl l-ej^*lf Lfc^JfSf(Z)5*) RBlCCl m.Bi'^\z.mm^miht:L2 
25 (MMK3. MMK6) 2S^t>*^^%^J6J^id^o fcl f!l (MMK12) O 
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)i\^W:^^K!t-^'^fto mi 4mK7T:\.tiX 0 (CifMSfiS RBICCI 
t RBI S6K<^limi/^^^fi*BKbT*5 «9 s RBlCCl m^^Jci^m^ 
^^fz.2.m(0% (MMK3> MMK6) « ^ ^ ft o 1 
5 (MMK12) %^h-h^\z.^(r:>^^y^7V\±i^T \^X\i^^^h1iH%m 
■^Mz. (mi 4iH)o 

iw^m 1 5 ) 

1 4 <!r 54 0y(^>m5Stt?L^Jiaj^<lr:fe^mi^^fe»e: 

10 J; "J^acLfci: 15%tcfc;feS 8 M-e RBICCI M6K:d5:^ai ^tb 

f^i)^'^f^o ^UT. rtT.e>^-rT* RBI S&«<^^m:6Sj>:^DLTV^S;^l^^ 

— RBlCCl M&®^^mbTV>5 46«?II-Cfi. 45 ^!l^^:*5V^T RBI 

15 ^fejg^ (1000 m&s±.(D^l^<0 0 *)^fe^tl.§^lia<D^C>fiJ-^^%"C^ 

bfct3(7)) T? RBICCI m^mtm\^m-^itm-r^k. rbicci m'&m 

78.6±13.9%tc:>t UTI^ttS^fi 13.6±12.1%i: RBICCI (D^^tlE(D 
mm^TT^X^X^^tL (Ml 5aig)„ — Ki-67(D:fe^m^^^^-?'>;^ 
ta— -^/l^^^^s: (NCL-Ki-67-MMI. y #:>(7 X h ^ tfc^) ^IrfflV^X 
20 fro t r ^,^<D^feJi:^fi RBICCI ^t^l^T 20.3±12.8% t^l^f UT^ 
^14^-e« 65.0±12.2% ^ b RBICCI (Dl^m t i^^M;55^«) biL 
f:L (H 1 5 b m)o 

Z.fh^<D:i tt^^^ RBICCI Se®<^)^m^s^i]^J$;}^XV^^^T'fi. 
Ml^mM(D-^ — -^ — Xh^ Ki-67 ;d5#»lJ:^3^$^xT:fo^ ^5^J!&o:)ii 
25 Mi>^^A,X-h^^b^^\^X\f^^o ^(^ J: 5 RBICCI US K,*: Ki-67 



wo 03/102028 




PCT/JP03/00882 



30 



:^mmo:>mmM^^ (RBicci]t^^) :^xj^-^<Dm&M (rbiccd 



10 



15 



20 



25 
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ft * © IS la 

mM^i±(D^m^^m-ir^:^V ^^"f- KXfiSSKx (4)^tJ«H«IB( l ) 
(4) ^t/BulB (1) d^fj (3) KXfi^eK<^T 

25 <D^mfcsv^^*^a^^m^^■r5JKy Kxf*s&Mo 



wo 03/102028 




PCT/JP03/00882 



32 



4. m^(Dmmmim^m3m^mm.(D:^v-<-^'^ Kj^f^sas^^ 

20 1 0. i»^<^f5fflM4:«~||6 3Slcia4fecD:^^Xfi^(^tB«^i:;^ h 
5~1 3 2t;il34fe(D^^7'7-l'-^-„ 

25 ^m^&^K^^-r^w.Wo 
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15 14. f»^<^fSfflm 1 2:®X{i|| 1 3:^je:|B«<Z);^^ y — c^^-^^^ife 

20 b< futsti-s^b-a-^o 



1 6. ft^<^>^ffim4«~^6]^OV>-fH;aii:®tCi3«t©^^ir^BS 
25 17. sS^<^>fgHI| i:5~|g 3^tr|5m<^:^°y-<:/^ KXfiS^K. 
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^xKy-<^^KXf*lieH^=2^ KLtvn;5;^^. ^t>VXtt (b) m 



1 9. ^^iiS<^^S;a^&XW:0O^^;^jfeT'$,;5lt^O^fflBl 8:® 
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5 

2 3. #^J«t4m^T-> (MDRlst^-^) <D^V^ fi^ tDstfe^S^j 
(MDRl : P-^S^M) O^SPXf*— lfPC»limx liin. Mi!^. m 

mis 2 3 ^iziiB^ 
15 2 5. It:*:<7)^ffl||2 3^fa^(7):^r^fe^;^v^s0^sa<^^^j^§:^4^ 

20 
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This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 



Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR STOES 

□ FADED TEXT OR DRAWING 



>C1 BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 
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